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in brackets » 



1. Please replace claim 1 with amended claim 1; 



1 . A chift^eric peptide comprising an N-terminal opioid receptor binding moiety and 
^ / terminal Viibstance P receptor agonist binding moiety. 




2. Please cancel claims 3-23 and add the following new claims: 



24. The peptide of claim \ wherein said opioid receptor binding moiety binds to at least one 
opioid receptor selecter^om the group consisting of the \i receptor, the S receptor and 
the K receptor. 



^ 



25. 



The peptide of claim 24 wher^n said opioid receptor binding moiety comprises a ligand, 
N-terminal fragment or N-tenni^aWex^ative thereof, which ligand binds to at least one 
opioid receptor selected from tjpfe ^oup consisting of the \l receptor, the 5 receptor and 
the K receptor. 



26. The peptide of claim 1 , 24 or 25 wherei^ said opioid receptor binding moiety is an opioid 
receptor agonist. 
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27, The peptide of cljulifi I, 24 or 25 wherein said opioid receptor binding moiety selectively 
binds the \i recept 



28, The peptide>of claim 27 wherein said opioid receptor binding moiety is a fi receptor 



agonist. 



29. The peptide of claim 28 wherein the N-terminal amino acid residue of said opioid 
receptor binding moiety is a free amine. 

30. The peptide of claim 29 wherein the N-terminal amino acid residue of said opioid 
receptor binding moiety is Tyr. 



^7 
f 



The peptid^of claim 30 wherein said opioid receptor binding moiety is selected from the 
group consistifcig of peptides having SEQ ID Nos: 1-U, N-terminal fragments and N- 
terminal derivatiVs thereof. 



32. The peptide of claim 3X) wherein said opioid receptor binding moiety is endomotphin 1 , 
endomorphin 2, an N-terrtoinal fragment or N-terminal derivative thereof. 



33. The peptide of claim 32 wherein said opioid receptor binding moiety is selected from the 
group consisting of peptides haVipig SEQ ID Nos; 2-3, N-teiminal fragments and N- 
terminal derivatives thereof, 
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34- The peptide of claim 1, 24 or 25 wherein iaid opioid receptor binding moiety selectively 
binds the 5 receptor. 

35. The peptide of claim 34 wherein said opioid receptor binding moiety is a 5 receptor 
agonist, 

36. The peptide of claim 35 Wherein the N-terminal amino acid residue of said opioid 
receptor binding moiety is a ftee amine. 



f 



37. The peptide of claim 36 \^1xerffln tlie Njtenniiial amino acid residue of said opioid 
receptor binding moiety is ' 

38. The peptide of claim 37 \\ftierein s^d opioid^eptor binding moiety is selected fiom the 
group consisting of peptideVbawarSEQ ID Nos: 12-17, N-terminal fragments and N- 
terminal derivatives thereof. 



39. The peptide of claim 1 , 24 or 25 wherein\^aid opioid receptor binding moiety selectively 
binds the k receptor. 
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40. The peptide of claim 39 wherein said opioid receptor binding moiety is a k receptor 
agonist. 

4 1 . The peptide of claim 40 \TOerein the N-terminal amino acid residiie of said opioid 
receptor binding moiety is \ free amine: 

42. The peptide of claim 41 wheJf in the N-terminal amino acid residue of said opioid 
receptor binding moiety is 

43. The peptide of claim 42 whetein Wid opioid receptor binding moiety is a dynorphin 
peptide, N-terminal fragment or Nvtennipm derivative thereof. 

44. The peptide of claim 43 wherein said opioid receptor binding moiety is selected from the 
group consisting of peptides having S^Q- ID Nos; 1 8-20 and 44, N-terminal fragments 
and N-terminal derivatives thereof 



45. 




The peptide of claihi 1, 24 or 25 wherein said Substance P receptor agonist binding 
moiety comprises Subst^ce P, a C-terminal Substance P fragment or a C-tenninal 
Substance P derivative. 



46. The peptide of claim 1 , 24 or 25 wHi^ein the -COOH moiety of the C-terminal amino 
acid resi due of said Substanc e P receptor binding moiety is protected. 
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47. The peptide of claim 46 wherein the -COOH moiety of the C-tenninal amino acid 
residue of said Substance P receptor binding moiety is aniidated. 

48, The peptide of claim 47 wherein the C-tenninal amino acid residue of said Substance P 
receptor binding moiety is Met-NH2. 



49. The peptide M" claim 48 wherein said Substance P receptor binding moiety is selectee 

from the group ftmsisting of peptides having SEQ ID Nos: 21, 36 and 38-41, N-tenninal 
fragments and N-tenninal derivatives thereof. 



50. The peptide of claim 46 wherein the -COOH moiety of the C-tenninal amino acid 
residue of said Substance P receptor binding moiety is esterified. 

5 1 . The peptide of claim 50 wherein the C4eiminal amino acid residue of said Substance P 
receptor binding moiety is a methyl ester. 



52. The peptide of claim 51 wherein the C-tenninal amino acid residue of said Substance P 
receptor binding moiety is Gly-OMe, Lys-COOMe or Arg-COOMe. 
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The peptide oi^laim 52 wherein said Substance P receptor binding moiety is selected 
from the group consisting of peptides having SEQ ID Nos: 25-27, N-tenninal fragments 
and N-terminal derivatives thereof. 



54. The peptide of claim 50 wherein the C-terminal amino acid residue of said Substance P 
receptor binding moiety is an ethyl ester. 



55. The peptide of claim 54 wherein the C-tenninal amino acid residue of said Substance P 
receptor binding moiety is Gly-COOEt, Lys-COOEt or Arg-COOEt. 



1 



57. 



The peptide of cldm 55 wherein said Substance P receptor bmding moiety is selected 
from the group consi^ng of peptides having SEQ ID Nos: 28-30, N-terminal fragments 
and N-terminal derivatives thereof. 

The peptide of claim 1 wherein l^e opioid receptor binding moiety is selected from the 
group consisting of endomorphin l^endomo^phin 2, N-terminal fragments and N- 
terminal derivatives thereof; and the Stostance P receptor binding moiety is selected 
from the group consisting of Substance P^C-teiminal fragments and C-terminal 
derivatives thereof 



58, The chimeric peptide of claim I wherein the peptide has SEQ ID No: 42- 
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59. The chimeric peptide of claim 1 wherein the peptide has SEQ ID No: 43. 

A" 

60. The peptide of claim 1 , ^^h^t^ijp said peptide comprises at least one non-natural amino 
acid. 



^1^ ^^^^^^ 6 1 . The peptid^^ claim 60 wherein said peptide comprises at 



least one D-amino acid, 



62. A pharmaceutical composition comprising the peptide of claim I and a pharmaceutically 
acceptable diluent. 



63 V The pharmaceutical composition of claim 62, further comprising an adjuvant. 



^l^^iAl The coi^osition of claim 62, wherein said peptide induces analgesia when administered 




to amanunaK 




65. The composition of claim 62 wherein said opioid receptor binding moiety binds to at 
least one opioid receptor selected fro^ the group consisting of the ^ receptor, the 5 
receptor and the k receptor. 



66. The composition of claim 62 wherein igaid ohioitf receptor binding moiety comprises a 
ligand, N-terminal fragment or N-terminal derivative thereof, which ligand binds to at 
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least one opioid receptor Velected from the group consisting of the receptor, the 8 
receptor and the k receptor\ 

67. The composition of claim 621^5 oV 66 wherein said opioid receptor binding moiety is an 
opioid receptor agonist. 

68. The composition of claim 62, 65 oA 66 wherein said opioid receptor binding moiery 
selectively binds the ji receptor, 

69. The compositim of claim 68 wherein said opioid receptor binding moiety is a ji receptor 
Q / agonist. 




70. The composition of clam 69 wherein the N-terminal amino acid residue of s^id opioid 
receptor binding moiety isva free amine. 

71 . The composition of claim 70 vrt^erein the N-terminal amino acid residue of said opioid 
receptor binding moiety is Tyr. 



72, ' The composition of claim 71 wherein siud opioid receptor binding moiety is selected 
from the group consisting of peptides having SEQ ID Nos: 1-11, N-teiminal fragments 
and N-terminal derivatives thereof, 
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73. The compositton of claim 71 wherein said opioid receptor binding moiely is 
endomorphin 1, ondomorphin 2, an N-terminal fragment or N-tenninal derivative thereof 

74. The composition of clWi 73 wherein said opioid receptor binding moiety is selected 
from the group consisting^f peptides having SEQ ID Nos: 2-3, N-terminal fragments and 
N-temiinal derivatives thereo!^ 



75. The composition of dladm 62, 65 or 66 wherein said opioid receptor binding moiety 
selectively binds the areceptor. 

76. The composition of claim 75 wherein said opioid receptor binding moiety is a 5 receptor 
agonist. 



77. The composition of claim 76 wherein the N-terminal amino acid residue of said opioid 
receptor binding moiety is a froe/^ineN 



78. The composition of claim 7 



receptor binding moiety is ^ 



whe^in the N-terminal amino acid residue of said opioid 



79. The composition of claim 78 wherein said opioid receptor binding moiety is selected 

from the group consisting of peptides having SEQ ID Nos: 1247, N-terminal fragments 
and N-terminal derivatives thereof 
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80. Tlie composition bf claim 62, 65 or 66 wherein said opioid receptor binding moiety 
selectively binds tWe k receptor. 

8 1 . The composition of clOm 80 wherein said opioid receptor binding moiety is a k receptor 
agonist 

82. The composition of claim 8 Wherein the N-terminal amino acid residue of said opioid 
receptor binding moiety is a See amine. 

83. The composition of claim 82 wheteip^i^ie^ amino acid residue of said opioid 
receptor binding moiety is Tyr. 



,1 



84. The composition of claim 83 ^herein Vaid opioipKreceptor binding moiety is a dynoiphin 
peptide, N-termiiial fragment (^rN-temalpaJderivative thereof. 

85. The composition of claim 84 wherein saidtopioid receptor bbding moiety is selected 
fiom the group consisting of peptides havinW SEQ ID Nos: 18-20 and 44, N-terrainal 
fragments and N-terminal derivatives thereof 
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2- 



86, The com^sition of claim 62, 65 or 66 wherein said Substance P receptor agonist binding 
moiety comprises Substance P, a C-tenninal Substance P fragment or a C-teiminal 
Substance P deXvative. 



87. The compositidh of claim 62, 65 or 66 wherein the ^OOH moiety of the C-terminal 
amino acid resid]]fe of said Substance P receptor binding moiety is protected, 

88. The composition of cldfan 87 wherein the ^OOH moiety of tlie C-terminal amino acid 
residue of said SubstanceV receptor binding moiety is amidated. 

89. The composition of claim 88 ^^erein the C-teiminal amino acid residue of said 
Substance P receptor binding moiety is Met-NHj. 

90. The composition of claim 89 whereiA said Substance P receptor binding moiety is 
selected from the group consisting of pVptides having SEQ ID Nos: 21, 36 and 38-41, N- 
tenninal fragments and N-terminal derivMives thereof. 

91. The composition of claim 87 wherein the -CDOH moiety of the C-teiminal amino acid 
residue of said Substance P receptor binding mbiety is esterified. 



92. The composition of claim 9 1 wherem the C-temiin\l amino acid residue of said 
Substance P receptor binding moiety is a methyl es 
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93 . The comftosition of claim 92 wherein the C-tenninal amino acid residue of said 
Substance P receptor binding moiety is Gly-OMe, Lys-COOMe or Arg-COOMe. 

94, The composition of claim 93 wherein said Substance P receptor binding moiety is 
selected from theLgroup consisting of peptides having SEQ ID Nos: 25-27, N-terminal 
fragments and N-torminal derivatives thereof. 




95. The composition of claim 91 wherein the C-terminal amino acid residue of said 
Substance P receptor binoing moiety is an- ethyl ester. 

96. The composition of claim 95 wherein the C-terminal amino acid residue of said 
Substance P receptor binding moiety is Gly-COOEt, Lys-COOEt or Arg-COOEt. 

97. The composition of claim 96 wherein \aid Substance P receptor binding moiety is 
selected from the group consisting of peWdes having SEQ ID Nos: 28-30, N-teirainal 
fragments and N-terminal derivatives therfliof* 



98. The composition of claim 62 wherein the opio\d receptor binding moiety is selected fit:>m 
the group consisting of endomorphin 1, endomorohin 2, N-terminal fragments and N- 
terminal derivatives thereof; and the Substance P rsceptor binding moiety is selected 
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f 



from the group Consisting of Substance P, C-teiminal fragments and C-terminal 
derivatives thereor 



^9. The composition of claim 62 wherein the peptide has SEQ ID No: 42. 



100. The composition of claim 62Yherein the peptide has SEQ ID No: 43. 



1 01 - The compositioj^ o|f claii^2, wherein said peptide comprises at least one non-natural 
amino acid. 




REMARICS 



Claims 1-17, drawn to a chimeric peptide in which the opioid receptor binding moiety is 
a opioid receptor agonist, and a phannaceutical composition, were elected in response to a 
Restriction Requirement dated December 14, 2000. To provide a clear record. Applicant hereby 
confirms that the election was made without traverse. However, Applicant explicitly reserves 
the right to pursue any of the non-elected claims in continuing or divisional applications. 
Accordingly, claims 1-17 are cuirently pending in the subject application. The Examiner 
rejected all of the pending claims for being obvious over Kream et al. in combination with 
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